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alkaline polymer-soluble in water and an inert polymer insoluble in water" 

Col. 1 1 , line 27, insert - - of - - between "modified" and "release" 

Col. 12, line 40, delete " 50:85 to 15:50" insert - - 0.18 to 1:1 (15/85 to 50/50), - - 



MAILING ADDRESS OF SENDER: 



PATENT NO. US 6.780.436 B1 



c/o Ladas & Parry LLP 
26 West 61" Street 
New York, N.Y. 10023 
Reg. No. 

TeL No. (212) 708- 



No. of additional copies 



Burden Hour Statement: This form is estimated to take 1 .0 hour to complete. Time will vary depending upon the needs of the individual case. Any 
comments on the amount of time you are required to complete this form should be sent to the Chief Information Office, Patent and Trademark 
Office, P. O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner 
for Patents, P. O. Box 1450, Alexandria. VA 22313-1450. 




OCT 1 4 20m'|\ 



Unito^^tates Pa^nt and Trademark O ffice 



UNITED STATES DEPARTMENT OF COMAtERCE 
United States Patent and Trademark Oflice 
Address: COMMISSIONER FOR PATENTS 
P.O. Box 1450 

Alexsndria, Vtrsiaia 22313-1450 
www.uspto.gov 



APPLICATION NO. 



FILING DATE 



FIRST NAMED INVENTOR 



ATTORNEY DOCKET NO. 



CONFIRMATION NO. 



09/660.022 



09/12/2000 



Antonio Lopez Cabrera 



U-0 1 2473-1 



5837 



7590 



05/17/2004 



EXAMINER 



Janet I Cord 
Ladas & Parry 
26 West 61 Street 
New York, NY 10023 



TRAN, SUSAN T 



rBECeVED 



MAY % 0 2004 



ART UNIT 



PAPER NUMBER 



1615 



DATE MAILED: 05/17/2004 



Please find below and/or attached an Office communication concerning this application or proceeding. 



PTO-90C (Rev. 10/03) 



Application No. 



Applicant(s) 



09/660.022 



CABRERA ET AL 



Response to Rule 312 Communication 



Examiner 



Art Unit 



Susan T. Tran 



1615 



- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 



1 . S The amendment filed on 03/16/04 under 37 CFR 1 .312 has been considered, and has been: 

a) ^ entered. 

b) □ entered as directed to matters of fomi not affecting the scope of the invention. 

c) □ disapproved because the amendment was filed after the payment of the issue fee. 

Any amendment filed after the date the issue fee is paid must be accompanied by a petition under 37 CFR 1.313(c)(1) 
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For: SOLID ORAL PHARMACEUTICAL FORMULATION OF MODIFIED 
RELEASE THAT CONTAINS AN ACID LABILE BENZIMIDAZOLE 
COMPOUND 

Attorney Docket No.: U 012473-1 

Commissioner for Patents 
P. O, Box 1450 
Alexandria, VA 22313-1450 

AMENDMENT AFTER ALLOWANCE 

Reconsideration and further examination is respectfully requested in 
view of the following amendments and remarks. 




In the Claims 

1. (Cancelled) 



2. (Previously Presented) A pellet according to claim 25 wherein said one or 
more intermediate layers (c) comprise one or more layers of an inert, non-alkaline 
coating and one or more layers of a system of modified release. 
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3. (Previously Presented) A pellet according to claim 25 wherein the inert, 
non-alkaline coating and the system of modified release are mixed in a single 
layer 

4. (Currently amended) A pellet according to claim 25, in which said one or 
more intermediate layers (c) comprise a mixture of one or more layers of inert, 
non-alkaline coating, and one or more layers of said system of modified release 
that comprises an inert, non-alkaline polymer soluble in water and an inert 
polymer insoluble in water , and on e or mor e l ay e rs of a m i xtur e of i n e rt, non- 
alka li n e coat i ng, and sa i d syst e m of mod i fi e d r e l e as e that compr i s e s an in e rt, 
non - a l ka li n e po l ym e r solub le i n wat e r and an in e rt po l ym e r i nso l ubl e i n wat e r . 

5. (Previously presented) A pellet according to claim 25, wherein the inert, 
non-alkaline coating, formed of an inert, non-alkaline polymer soluble in water and 
one or more pharmaceutically acceptable inert excipients is disposed over the 
layer (b), wherein the layer comprises the system of modified release that 
comprises an inert, non-alkaline polymer soluble in water and an inert polymer 
insoluble in water which is disposed over the layer of the inert, non-alkaline 
coating; and the layer (d) is disposed over the layer formed by the system of 
modified release comprising an inert non-alkaline polymer soluble in water and an 
inert polymer insoluble in water. 

6. (Previously Presented) A pellet according to claim 25 wherein said acid 
labile benzimidazole compound is a compound of formula (I) 




(I) 
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wherein 

is hydrogen methoxy or difluoromethoxy; 

is methyl or methoxy; 
R^ is methoxy, 2,2,2-trifluoroethoxy or 
3-methoxypropoxy; and 
R"* is hydrogen or methyl. 

7. (Previously Presented) A pellet according to claim 25 wherein said acid 
labile benzimidazole compound is selected from the group consisting of 
omeprazole, lansoprazole, pantoprazole and mixtures thereof. 

8. (Previously Presented) A pellet according to claim 25 wherein said inert, 
non-alkaline polymer soluble in water, present in the layer (b) is selected from 
hydroxypropylmethylcellulose (HPMC) and hydroxypropylcellulose (HPC). 

9. (Previously Presented) A pellet according to claim 25, wherein said inert, 
non-alkaline polymer soluble in water of the inert, non-alkaline coating, present in 
the intermediate iayer(s) (c) is hydroxypropylmethylcellulose (HPMC). 

10. (Previously Presented) A pellet according to claim 25 wherein said inert, 
non-alkaline polymer soluble in water of the system of modified release, present 
in the one or more intermediate layers (c) is hydroxypropylmethylcellulose 
(HPMC). 

1 1 . (Previously Presented) A pellet according to claim 25 wherein said inert 
polymer insoluble in water of the system of modified release, present in the one or 
more intermediate layers (c) is ethylcellulose or a copolymer of ammonium 
methacrylate. 
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12. (Previously Presented) A pellet according to claim 25 wherein said external 
layer (d) comprises a gastro-resistant polymer, a plasticizer and one or more 
pharmaceutically acceptable inert excipients. 

1 3. (Currently amended) A method for obtaining a gastro-resistant pellet of 
modified release that contains as an active ingredient an acid labile 
benzimidazole compound, that comprises: 

(i)applying an aqueous suspension of an acid labile benzimidazole compound, an 
inert, non-alkaline polymer soluble in water, and one or more pharmaceutically 
acceptable inert excipients to cover an inert nucleus, wherein said inert excipients 
do not react in the conditions used; 

(ii) applying one or more intermediate layers, separated or mixed 
among themselves that contain (i) an inert, non-alkaline coating, 
formed of an inert, non-alkaline polymer soluble in water and one 
or more pharmaceutically acceptable inert excipients; and (ii) a 
system of modified release that comprises an inert, non-alkaline 
polymer soluble in water and an inert polymer insoluble in 
water, wherein the weight ratio of the inert, non-alkaline polymer 
soluble in water to the inert polymer insoluble in water is 50:85 to 
45t59 0.18 to 1:1 (15/85 to 50/50) to ^ a plasticizer and an anti- 
tack agent, separate or mixed; and 

(iii) covering said intermediate layer or layers with an aqueous 
suspension that comprises a gastro-resistant polymer, a 
plasticizer and one or more pharmaceutically acceptable inert 
excipients to create an external layer of enteric coating. 
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14. (Previously Presented) A method according to claim 13 wherein said 
acid labile benzimidazole compound is a compound of formula (I) 




(I) 



wherein 

R"" is hydrogen, methoxy or difluoromethoxy; 

is methyl or methoxy; 
R^ is methoxy, 2,2,2-trifluoroethoxy or 3-methoxypropoxy; and 
R"* is hydrogen or methyl. 

15. (Previously Presented) A method according to claim 13 wherein said 
acid labile benzimidazole compound is selected from the group consisting of 
omeprazole, lansoprazole, pantoprazole and mixtures 

thereof. 

16. (Previously Presented) A method according to claim 13, wherein, said 
inert, non-alkaline polymer soluble in water, present in the suspension applied in 
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step (i) is selected from hydroxypropyl-methylcellulose (HPMC) and 
hydroxypropylcellulose (HPC). 

17. (Previously Presented) A method according to claim 13, wherein, said 
inert, non-alkaline polymer soluble in water, comprised in the inert, non-alkaline 
coating, present in the suspension applied in step (ii) is 
hydroxypropylmethylcellulose (HPMC). 

18. (Previously Presented) A method according to claim 13, wherein, said 
inert, non-alkaline polymer soluble in water, comprised in the system of modified 
release, present in the suspension applied in step (ii) is 
hydroxypropylmethylcellulose (HPMC). 

19. (Previously Presented) A method according to claim 13 wherein said 
inert polymer insoluble in water, comprised in the system of modified release, 
present in the suspension applied in step (ii) is ethylcellulose or a copolymer of 
ammonium methacrylate. 

20. (Previously Presented) A composition of modified release that 
comprises one or more pellets of claim 25. 

21 . (Previously Presented) A composition of modified release comprising a 
mixture of the pellets of claim 25 having the same release profile. 

22. (Previously Presented) A composition of modified release comprising a 
mixture of the pellets of claim 25 having a different release profile. 

23. (Previously Presented) A composition of modified release comprising a 
mixture of the pellets of claim 25 which have (i) a quick release profile and (ii) a 
slow release profile in a ratio between 10:90 and 90:10 by weight. 
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24. (Previously Presented) A composition according to claim 20, in the form 
of a capsule or a tablet. 

25. (Currently amended) A pellet comprising an acid labile benzimidazole 
compound, wherein the pellet comprises: 

(a) an inert nucleus; 

(b) a layer disposed over said inert nucleus (a), consisting of an acid 
labile benzimidazole compound, an inert, non-alkaline polymer 
soluble in water and one or more pharmaceutically acceptable inert 

excipients wherein said excipients do not react in the conditions used; 

(c) one or more intermediate layers that comprise: 

(i) an inert, non-alkaline coating, formed of an inert, non-alkaline 
polymer soluble in water and one or more pharmaceutically 
acceptable inert excipients; and 

(ii) a system of modified release that comprises an inert, non- 
alkaline polymer soluble in water and an inert polymer 
insoluble in water, wherein the weight ratio of the inert, non- 
alkaline polymer soluble in water to the inert polymer 
insoluble in water is 50:85 to 15:50 0.18 to 1:1 (15/85 to 
50/50) ; said intermediate layer(s) (c) disposed over said 
layer (b) that covers the inert nucleus; and 

(d) an external layer comprising an enteric coating disposed over said 
intermediate layer(s) (c). 
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REMARKS 



Claims 2-25 are in this application. Claims 4, 13 and 25 have been 
amended. Claim 4 has been amended to delete text which is a duplicate of text 
which appears earlier in the claim. 

As stated in the Examiner's Amendment which accompanies the Notice of 
Allowability, Claims 13 and 25 were amended to include "wherein the weight 
ratio of the inert, non-alkaline polymer soluble in water (HPMC) to the inert 
polymer insoluble in water (EC) is 50:85 to 15:50". 

It appears that a mistake has been made when choosing the values of the 
examples. 

The examples of the text of the application are: 

HPMC/EC: 45/55, 30/70, 50/50, 40/60, 30/70, 15/85 and 33/67; that is: 
0.81, 0.42, 1.00, 0.60, 0.42, 0.18 and 0.44. 

This values can be listed in a different order: 1.00, 0.81, 0.60, 0.44, 0.42, 
0.42. 0.18. 

It appears that the values chosen are the highest values of HPMC and EC: 
50 and 85, as well as the lowest values: 15 and 50, to build up the ratio range 
50:85 to 15:50, that is, 0.58 to 0.30. However, the ratio range should have been 
build up choosing also the highest values of HPMC and EC: 50 and 85, as well as 
the lowest values: 15 and 50, but in a different order (the correct one), so that 
the range 50/50 to 15/85. that is, 1 to 0.18. 

Applicants believe that this is the proper way to define the range since the 
ratio range 50/50 to 15/85 is fully supported by the examples (example 3 and 
example 6 of the application). Whereas the ratio range included in the allowed 
claims is not supported by any of the examples of the patent application . 
Moreover, since the application as originally filed discloses that ''varying the 
amount of insoluble polymer with respect to the soluble polymer gives a greater or 
lesser retarding effect, in general, increasing the amount of insoluble polymer with 
respect to the amount of soluble polymer leads to a slower release of the active 
ingredient, it is strongly believed that the combination of this teaching with the 
content of the examples would allow the applicant to obtain protection for the 
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widest ranges covered by the examples. 

This amendment is needed to provide the proper protection of the 
invention. The proposed amended claims require no additional search or 
examination and are patentable because the weight ratio of polymer soluble in 
water to polymer insoluble in water is fully supported by the examples and 
according to notice of allowance, the claims are patentable because of the 
incorporation of the definition of the inert excipients and incorporation of weight 
ratio of polymer soluble in water to polymer insoluble in water. Patentability of the 
claims does not depend on the specific weight ratio of 50:85 to 15:50. The 
amended claims were not earlier presented because it was on review of the 
reasons for allowance that the need for the amended claims was recognized. 

It is respectfully requested that claims 4, 13 and 25 be amended as 
proposed. 

The Examiner is respectfully requested to contact the undersigned if she 
has any comments or questions. 




26 West 61 St Street 

New York. New York 1 0023 

Reg. No. 33, 778 (212-708-1935) 
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